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Art Unit: 1655 

DETAILED ACTION 

1 . Currently, claims 1-12 are pending in the instant application. All the amendments and 
arguments have been thoroughly reviewed but are deemed insufficient to place this application in 
condition for allowance. Any rejections not reiterated are hereby withdrawn. The following 
rejections are either newly applied or are reiterated. They constitute the complete set being 
presently applied to the instant Application. Response to Applicant's arguments follow. This 
action is FINAL. 

2. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claim Rejections - 35 USC § 103 

3. Claims 1-12 are rejected under 35 U.S.C. 103(a) as being unpatentable over the 
combination of Nishi et al (JBC, March 1994, vol. 269, pp 6320-6324) and Quandt et al (Gene, 
1993, vol. 127, pp 15-21) in view of Lennon et al (Trends in Genetics, October 1991, vol. 7, pp 
314-317). 

Nishi et al teaches an agent (LMB) that induces arrest of the eukaryotic cell cycle 
(abstract, fist para of p. 6320). Nishi teaches screening genomic library of LMB-resistant mutants 
to identify the target gene of LMB (abstract, p. 6320, last para). Nishi teaches comparison of 
allelic mutation and wild-type (p. 6322, col. 2, fist full para). Nishi teaches the gene and protein 
sequence of the LMB resistant gene (p. 6322, Table II). Nishi teaches compositions of the agent 
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LMB (figure 1). Although Nishi does not teach such a method in detecting genes essential to 
the growth of a single celled organism, one of ordinary skill in the art would recognize that such a 
method could be used to screen for essential genes in microorganisms. One of ordinary skill in 
the art would be motivated to screen for essential genes in single celled organisms for the 
purposes of screening for possible inhibitors of pathogens. Although Nishi does not teach the use 
of suicide vectors in mutagenizing, Quandt teaches the construction of a set of vector plasmids 
which greatly facilitate gene replacement and reverse genetics in many Gram-negative bacteria 
(see abstract). Quandt teaches that these vectors, termed suicide vectors, were used to carry out 
gene replacement experiments in the fixN region of Rhizobium leguminosarum (see abstract). 
Quandt teaches using these vectors in the genetic analysis of a wide range of gram negative 
bacteria and further teach that these vectors offer a number of improvements on existing sacB- 
based systems which include the ease of cloning fragments into these vectors and the fact that 
they are mobilisable (see p. 19, col 2 "conclusion"). Quandt teaches that these vectors are 
extremely useful in eliminating long and tedious screening procedures (see abstract). Therefore it 
would have been prima facie obvious to one of ordinary skill in the art at the time the invention 
was made to use the suicide vectors for the purpose of mutagenizing in the modified method of 
Nishi as Quandt teaches that these vectors are extremely useful in eliminating long and tedious 
screening procedures. 

Although Nishi does not teach the use of arrayed immobilized library to perform the 
screening of mutants, Lennon et al teach method of screening libraries involving generating a 
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plurality of filters that form a grid, each grid containing at a predefined region, immobilized cDNA 
clones (page 314, col. 2, first para, page 315, col. 1 last para, and col. 2). Lennon also teaches 
the use of a "genomic" cDNA library (p. 314, col. 2, last para). Lennon teaches screening the 
filters with a labeled hybridization probe to, for example, identify cDNAs (equivalent to mRNAs) 
that are differentially expressed between tissues and/or developmental stages or directly 
comparing two sets of conditions (Table 1, page 316, col. 2, first full para). Lennon teaches that 
the use of arrayed libraries can be used to eliminate the need for multiple rounds of clone 
purification, thereby improving screening methods (p 315, col. 2, last para). 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to have used the hybridization based screening method of Lennon to 
have screened for LMB mutations in a population as taught by Nishi to have obtained the 
invention as a whole. One of ordinary skill in the art at the time of the invention would have been 
motivated to have used the methods of Lennon for screening to have screened for LMB target 
genes as taught by Nishi because Lennon teaches that the use of arrayed libraries can be used to 
eliminate the need for multiple rounds of clone purification, thereby improving screening methods. 
Thus addition of the method of screening of Lennon to perform the method of Nishi would have 
made the screening method of Nishi easier to perform. 

Response to Arguments 
4. The response traverses that the skilled artisan would nut use the method of Nishi and 
Quandt in view of Lennon to arrive at Applicant's claimed gridding method because if genomic 
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Dna is extracted from the wild-type LMB sensitive strain and mutant LMB resistant strain and 
wild-type S. Pombe genomic DNA is used as template for two separate hybridization probes, the 
genomic grids would not be usable to distinguish between the dominant LMB resistant form of 
the crm\ gene and the recessive crml gene because hybridization patterns due to slight mutations 
in the essential gene sequences would likely not interfere with DNA-DNA hybridizations and that 
in fact the whole genome will likely hybridize to the grid forming no patterns in either case. The 
response further asserts that the cited reference to not teach or suggest using extracted DNA of 
the test cultures as templates in primer extension reactions where the oligonucleotide primers are 
directed against the inserted elements and the reaction extends into flanking DNA sequence. This 
argument has been thoroughly reviewed but was found unpersuasive because the step of 
generating polynucleotide probes from isolated DNA of the test culture using primers directed 
against the inserted elements would be considered routine optimization on the part of the ordinary 
artisan. It was readily known in the art at the time of the invention that false hybridization results 
could be achieved in hybridization methods depending on the length of the probe (that is it was 
known that the longest stretch of complementary nucleic acids would likely result in hybridization 
of two sequences that were not exactly complementary) and the hybridization conditions. The 
skilled artisan would have known that using genomic DNA to probe would likely have resulted in 
non-specific hybridization. It would have therefore been prima facie obvious to the ordinary 
artisan to have generated shorter probes that contained the inserted elements to detect 
hybridization differences between mutant and wild type strains. 



Application/Control Number: 09/297,701 



Page 6 



Art Unit: 1655 



The response further traverses that Lennon does not teach genomic DNA perse and that 
therefore, Lennon' s screen along with the teachings of Nishi and Quandt are not obvious as 
Lennon' s method require the isolation of expressed RNA to produce cDNA. This argument has 
been thoroughly reviewed but was found unpersuasive. Firstly, the teachings of Lennon were 
cited to show the general state of the art at the time of the invention. The teachings of Lennon as 
to a "genomic" cDNA library as a library containing cDNA made from poly(A)+ and poly (A)- 
RNAs is a characteristic of Lennon' s specific method. However, the teaching of Lennon provides 
the ordinary artisan with teachings that can be more generally applied. Specifically, the teachings 
of Lennon make it clear that at the time of the invention the art taught screening libraries 
involving generating a plurality of filters that form a grid, each grid containing at a predefined 
region, immobilized DNA (page 314, col. 2, first para, page 315, col. 1 last para, and col. 2). 
Lennon teaches screening the filters with a labeled hybridization probe to identify DNA that is 
differentially expressed between tissues and/or developmental stages or directly comparing two 
sets of conditions (Table 1, page 316, col. 2, first full para). Lennon teaches that the use of 
arrayed libraries can be used to eliminate the need for multiple rounds of clone purification, 
thereby improving screening methods (p 315, col. 2, last para). Secondly, in response to 
applicant's argument that the references fail to show certain features of applicant's invention, it is 
noted that the features upon which applicant relies (i.e. a grid representing a genomic library, ) are 
not recited in the rejected claim(s). Specifically, the claims, at step b of claim 1, are drawn to 
"(b)providing a plurality of identical grids, each grid comprising a surface on which is immobilized 
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at predefined regions on said surface a plurality of defined materials derived from the genomic 
library;". The claims do not make clear what is considered "derived from a genomic library", 
Although the claims are interpreted in light of the specification, limitations from the specification 
are not read into the claims. In re Van Guens, 988 F.2d 1 181, 26 USPQ2d 1057 (Fed. Cir. 



should be directed to examiner Jehanne Souaya whose telephone number is (703)308-6565. The 
examiner can normally be reached Monday-Thursday from 7:30 AM to 6:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examinees supervisor, 
Gary Jones, can be reached on (703) 308-1 152. The fax phone number for this Group is (703) 
305-3014. 

Any inquiry of a general nature should be directed to the Group receptionist whose 
telephone number is (703) 308-0196. 



1993). 



No claims are allowable. 
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